The IL-6 dependent activation of the JAK/STATpathway plays a central role in the induction of the acute-phase response in liver cells and stimulates the production of most acute phase proteins (APPs)1>2). Small molecule inhibitors interfering with the IL-6 dependent JAK/STATsignaling cascade leading to the expression of disease related genes would be expected to serve as novel therapeutic approaches3). In order to search for new inhibitors of the IL-6 dependent signaling, a cell based reporter assay in the hepatoma cell line HepG2 was used and submerged cultures of basidiomycetes, ascomycetes and imperfect fungi were examined for the production of compounds which interfere with the IL-6 induced JAK/STAT mediated expression of the reporter gene in the hepatoma cell line HepG2; A screening of 3100 strains of basidiomycetes, ascomycetes and fungi imperfecti resulted in the isolation of four novel cyclopenentone derivatives, 
Fermentation, Isolation and Biological Assays
The ascomycete strain A23-98 was isolated from a wood sample collected in La Reunion. The species could not be identified.
The strain was kindly provided by H. Anke and is deposited in the culture collection of the LB Biotechnologie, Universitat Kaiserslautern.
The maintenance of the producing strain, the fermentation and isolation of the compounds1~4 was performed as recently described4). The assays for antimicrobial activity and cytotoxicity were carried out as described recently6).
Transcritional activity of a class II IL-6 responsive element (IL-6RE II) driven SEAPor a hTNF-a promotor driven luciferase reporter plasmid was measured in transiently transfected HepG2or Jurkat cells as previously described4).
Results and Discussion CPDHC (1) was isolated from a crude extract of the culture fluid of the ascomycete A23-98 by bioactivityguided fractionation4).
High resolution MS experiments suggested that the elemental compositions of compounds 1, 3 and 4 are C8H9O3C1, C7H10O2 and C7H10O2, respectively, and this was confirmed by the isotope pattern in the mass spectrum of 1 and by the ID NMRdata. Compound 2 is an epimeric mixture (1 : 1), the mass spectra of the mixture suggested that both components have the elemental composition C8H10O3and the NMRspectra showed two similar set of signals corresponding to C8H10O3.In 1 and in one of the isomers of 2 the coupling constant between the oleflnic ring proton (3-H) and 4-H is small, less than 2Hz, and so is the coupling constant between 4-H and 5-H (approximately 3Hz). In the other isomer of 2 these coupling constants are bigger, 3.3 and 5.6Hz, suggesting that the relative stereochemistry of the dihydroxycyclopentenone moiety is different.
A strong NOESY correlation between 4-H and 5-H in the latter isomer of 2 suggests that the two hydroxyl groups are cis in this isomer, and this is supported by the corresponding coupling constant reported for 4,5-£ra/w-dihydroxy-3-methyl-2-cyclopentenone isolated from an alga7). The absolute stereochemistry of this product was determined by total synthesis, the same absolute configuration is shown for the metabolites isolated here (Fig. 1) correlations between 3-H and both 1 '-H and 3'-H3. In 2, the signals for l'-H and 2'-H in both isomers have the same chemical shift in the !H NMRspectrum, and it was not possible to extract the coupling constants for these protons. However, the lack ofNOESY correlations between 3 '-H3 in both isomers and protons in the cyclopentenone ring suggests that the double bond of the propenyl group has an E configuration. While 1, 2 and 3 are cyclopentenone derivatives 4 is a methylencyclopenten derivative, but it is nevertheless probable that all four have the same biogenetic origin. The structurally related compounds 3-chloro-4-hydroxy-2-propenylcyclopent-2-enecarboxylic acid methyl ester and 2,3-dihydroxy-4-propenylcyclopentanone have been shown to be formed via the pentaketide pathway from dihydroisocoumarin8), and it is possible this also is the case with the compoundsreported here. 
